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Documentary Evidence

This article looks at the role of document management in the product lifecycle and its
pivital contribution to the effective use of CTDs (common technical documents) and
e-CTDs (electronic technical documents) when compiling compulsory regulatory
submissions. The importance of granularity of data is emphasised.

Life sciences organizations, similar to most large
organizations, deal with large amounts of
unstructured electronic and paper-based content. A
variety of information technology solutions have
attempted to impose structure and simplify access.
Until recently, all clinical trial submissions
involved vast amounts of paper and teams of people
compiling the required input from different formats
and sources. Such basic functionality as version con-
trol, search, compound document handling and secu-
rity have been available to certain elements of the

process, but not applied to the submission as a whole.

With the prospect of compulsory electronic sub-
mission of the Common Technical Document (CTD)
and tighter regulatory controls, it is imperative that
an electronic document management workflow
system can handle the full spectrum of information.

If we accept industry standard figures, we can see
the scale of the problem. It has been reported that
80% of corporate information resides in documents;
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40-60% of an employee’s time is spent working with
documents; the average document is copied 5 times;
workers spend 50-80% of time looking for informa-
tion; 10-15% of an organization’s revenues are spent
creating, managing and distributing documents; and
75-85% of business documents are in paper form.

The answer is not to forge ahead using new docu-
ment management applications in an attempt to force
historical standardization. That would not work.
There is a need to establish a lowest common denom-
inator approach where data changes can cascade
through the whole authoring and publishing process,
dynamically updating associated relationships.

This article discusses how to integrate existing
processes with those standards stipulated and
accepted by the regulatory authorities within the
region covered by the International Conference on
Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human
Use (ICH).
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Much effort has gone into defining
the CTD format as a standard for the
compilation of applications for regis-
tration of human pharmaceuticals.
The ICH general principles make the
objectives pretty clear: “The display
of information should be unam-
biguous and transparent, in order to
facilitate the review of the basic data
and to help a reviewer become
quickly oriented to the application
contents.”

The detailed format of the CTD is
well known in the industry and does
not need to be reviewed here. Suffice
to say it covers aspects of data pre-
sentation for clinical and non-clinical
study reports, such as pharmacology,
pharmacokinetics, toxicology,
efficacy, safety and so on.

It does not prescribe the method-
ology and content of the studies, this
varies considerably from country to
country. It also covers the organiza-
tion of the information. It is not set
in stone. Clarity and understanding
of content is everything, so if greater
clarity can be achieved through
small changes in format then this is
acceptable.

In 2003, the CTD format was
implemented in Europe and Japan
and became recommended by FDA
in the US and Health Canada.

It is important to note that whilst
the common format will eventually
make the step to electronic submis-
sions a far simpler task — as any
common data structure for regula-
tory submissions will (think of
income tax on-line) — the standard
only covers the CDT in paper form.

CTD must not be confused with
the Electronic Common Technical
Document (eCTD). CTD is a stan-
dard for the submission of technical
documentation whether it be in
paper or electronic formats. It speci-
fies which boxes to fill in, what they
must contain and the standards for
aspects such a measurements. So the
analogy to an income tax form is
meant to demonstrate that the form
and its requirements stay the same
despite the tax payer completing it in
ink at home and mailing it to the
Inland Revenue (UK), or completing
it online. eCTD on the other hand
covers the technical issues and stan-
dards ensuring accurate and timely
delivery of the submission and the
means by which it is automatically

updated by subsequent submissions.

There has been much confusion
surrounding both formats. Whilst
CTD is the only mandated format,
the prospect of eCTD appears to
have overwhelmed many organiza-
tions and almost panicked them into
focussing too much on the electronic
submission aspect of the task and
ignoring the core structural issues
leading to successful development of
CTDs. The best way to get the most
out of CTDs and eCTDs is by moving
away from the linear publishing
model and focussing on granularity
of content and content control.

Much of this goes back to the fun-
damentals of document management
and diplomatics (the study of docu-
ments and their relationships to
underlying content and their origina-
tors), and the implications for main-
taining and codifying large amounts of
unstructured electronic and paper-
based content. Document manage-
ment expert and author Michael
Sutton says in his book Document
Management for the Enterprise:
“Documents are the heart and soul of
an organization. They are the
lifeblood of business processes. A doc-
ument is a process in motion, while a
process is a document not yet at rest.”

The new drug application process
does have a point of ‘rest’ in final
approval but within the discipline the
‘process in motion’ is a complex and
detailed activity. A typical pharma-
ceutical company will hold a vast
amount of information through the
lifecycle of a product.

This information ranges from the
discovery of the molecule, through
the development of the drug, clinical
trials, regulatory reporting, mar-
keting, sales and eventual with-
drawal. Much of this information
lives in unconnected and, in many
cases, contradictory islands of infor-
mation relating to location of orig-
inal research, regulatory process in
use, where the clinical trials were
conducted and where the product
was to be marketed.

The introduction of a document
management system allows
¢ the sharing of knowledge
¢ reduced costs
¢ areduction in time to access

information
o faster creation and review of

documents
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COMMON TECHNICAL DOCUMENTS

There is a need to establish a lowest

common denominator approach where

data changes can cascade through the
whole authoring and publishing
process, dynamically updating
associated relationships.

e the standardization of content by
using templates.
To achieve the economies of scale
and the ultimate ‘faster time-to-
market’ resulting from reduced inef-
ficiencies in the existing paper-based
process, it is useful to move back-
wards in the process, towards the
data origin, and not focus entirely on
the published documents.

Controlling content

Content management and control is
the driver and demands a parallel
versus a serial process. If we can
develop greater control over the
granularity of content then we have
greater usability of information.

Visualize for a moment a set of
nested spreadsheets with informa-
tion cascading from one level to the
next. Through the granularity of data
and use of embedded formulae, a
datum change at one level will auto-
matically create the associated
changes in dependent data.

Now take this concept back into
the realm of document management,
common documents and their elec-
tronic transmission. Think how much
easier it would be to only have to put
into practice the lowest level of
datum change required and then
have the update automatically com-
pleted, without having to republish
the complete document or
addendum?

This has led to the concept of a
global e-dossier framework, a
framework on which to build a
submissions plan, manage the
process, manage the team and
evaluate performance.

At the centre of this framework is
the dossier plan, which in essence is a
summary document containing a
high-level description of the overall
project.

It includes the strategy for
pursuing the regulatory submission;
details about geographical
submissions; dates and documents
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COMMON TECHNICAL DOCUMENTS

to be included; and delivery dates of
the documents, issues and so on.

It should be constructed in such a
manner that anyone not working on
the submission can read the plan,
understand the goals and understand
where to go for further information.

It is important to note that the
dossier plan is always a ‘process in
motion’ as it always working with the
available information, which by its
very nature will be incomplete until
the very final stages of the submission.

In the first stages, the dossier plan
will contain an overview of the pro-
ject. This will be a strategy for pur-
suing the specific compound,
operational regulatory plan by
region, regulatory strategic plan,
product/compound information, reg-
istration status, submission informa-
tion (dates, countries, types), dossier
team roster and outstanding issues
and resolutions.

An important element of the
dossier plan is the content plan, a
structured list of the documents and
dossier components that follow regu-
latory agency guidelines. Each item
on the list has a target delivery date
as determined in the project plan. It
is important to note this applies
equally to legacy as well as future
documents and sets due dates for
legacy documents to be available for
inclusion in the appropriate format.

Gradually, a series of submission
structures are developed, based on
templates reflecting agency guid-
ance, covering each submission type
and geography and tailored to cap-
ture the expected deliverables.

Integrated into the plan are a
series of process performance met-
rics containing time points and alerts
to ensure the overall timeliness of
the submission. The performance
metrics also give the dossier manager
a useful yardstick with which deliver-
ables can be managed, critical items
and outstanding issues identified,
bottlenecks resolved and due dates
adhered to.

The dossier representation is a
hierarchical tree format that includes
placeholders and links for submis-
sion components. This representation
is created from the base structure
and modified to the specific structure
of the submission in accordance with
local requirements and regulatory
agency requirements.
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As the dossier team complete and
deliver the information as defined in
the plan of the submission lifecycle,
the documents are placed in the
virtual document and when com-
plete and approved, it is ready for
publishing.

However, this is still ‘process in
motion’ as we are dealing with an
iterative process requiring changes at
some level. So just as changes to the
master plan call upon the dossier
manager to update the dossier plan,
so the dossier manager must also
communicate changes to regulatory
submissions so that the dossier rep-
resentation is updated to reflect the
changes.

The importance of the
measurement process

We have briefly touched upon the
measurement processes contained
within the dossier planning. However
the importance of the metrics cannot
be overstressed. Without a disciplined
and strictly adhered-to methodology
for measuring and re-measuring the
criteria for success, the whole process
will fall into disrepair.

To manage the dossier process
output we propose two sets of met-
rics: Process Performance Metrics
(PPMs) and Process Indicators (PIs).

The PPMs will measure how effec-
tively the project is working in accor-
dance with the dossier plan and
focus on measuring the timeliness,
quality and cost of the documents.
Depending on the starting point dif-
fering PPMs may be identified as
important to the process. For
example:

e The number of issues unresolved
during a three month time period.
¢ How many submissions publishing
loops were required to resolve all
the issues?
® The number of deviations from
standards.
® The number of missing documents.
The PIs will measure the progress of
the process and observed adherence
or deviation from the global dossier
process. Other Pls use the process
performance metrics. These evaluate
the current project against the
agreed baseline and indicate whether
the process is being followed.

For example, if the baseline for
report completion is x weeks and the
report is completed in (x+6) weeks,

the additional 6 weeks may indicate
that communication broke down or
deliverables were not of acceptable
quality or issues were not resolved in
a timely manner. If a report is com-
pleted in (x-6) weeks, it may indicate
that process steps have been skipped
or that program management
training is needed.

Finally, stepping back to the issue
of legacy document management as
opposed to the creation of docu-
ments to meet the standards pro-
posals, the problems of granularity
will pose significant, but not unsolv-
able problems.

In working towards the nirvana of
a complete portfolio of electronic
submissions the current require-
ments state that each document
should be provided as a separate file.

However, each submitted docu-
ment must pertain only to one single
aspect within the document hier-
archy, eminently feasible when origi-
nating documents to meet this
stipulation, but highly complex when
integrating legacy documents.

The example given by the FDA
concerns actions within the context
of ‘Meetings’ where it will be unac-
ceptable to combine ‘Meeting
Request’” and ‘Meeting Background
Material’ within the same document.

However, it would not be unusual
for both matters to be covered in a
single document in a standard busi-
ness communication. Henceforth, the
request would be one document and
the background another.

Starting from here, provision can
be made for future documents to
meet these demands, but looking at
legacy documents or even documents
currently being prepared by staff not
briefed in CTD and eCTD regula-
tions, there is no simple answer.

One solution would be to re-
format all legacy documentation to
meet the new hierarchical demands,
as it was required. Another approach
is to start today with new document
templates which meet the desired
level of granularity and forget yes-
terday really existed, but that’s just
storing up more problems for the
future. W
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